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(54) Title: MEDICINAL COMPOSITION 
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(57) Abstract: A medicinal composition which comprises: a medicinal ingredient comprising, e.g., 4-(3-chloro-4-(cyclopropy- 
lamino-carbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide, a salt thereof, or a solvate of either; and (i) a compound 
whose 5% (w/w) aqueous solution or dispersion has a pH of 8 or higher and/or (ii) silicic acid, a salt thereof, or a solvate of either. 
It is a highly stable medicinal composition in which the decomposition of that compound under high-humidity high- temperature 
storage conditions or surface gelation of the medicinal composition has been reduced to a sufficient level. 
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^**5ilF2[U g ^P^S^iO^it^bT^, l:l~l:5^fe<9, 0*L<^1: 

<«50°c-e^ o M^/0^^u*-e<z)#^« N io^6mmxn^t^x^, 
0*b< «20#rB^^4B#^-efc^o 

[0053] f£H (I) 4- (3-^nn-4- (^PT'ntVVT^/^/^/HT^?!/^ 

0*L<ttl. 2M$fifflV^5„ «^»bT«, 0ilxJ3l-:/t^V— 
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[0054] *nttl ( a ) tt\ 4- (3-^pp-4- (^n^nfcVVT^/^/Vtf^/V) T^y^^y^r 

mm&titt*.. ^(Dmm&m&-£x%ktfiirz>-bx\ ^^^>mm.(Dm^ (<*)&• 

ffl&*t&mzftm£ti&^&. #*L<tt£SC©5~20fgFJk J:«30*b<ttlO 

[0055] jf$iH ( j8 ) tt % 4- (3-^nn-4- (^o/PtVVT^/*/^^) T%T7^J^ 

^*tt#»JRR$tb*v>*s % 0£L<tt3£C£>5~2OfgFJk J:t)0*b<«lOf&a 
[0056] I^^h ( j3 ) 4- -4- (v-^n^ntVVT^/^/V^^/V) T^7^^ 
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1. 5~l:2-e$?§ 0 ^K(D*tt#^0lJ^$^VN^^ &-£^<fe^mm<V 1/10-1/ 
30, £W*L<tel/20fflV^ o *p^mS«:#«JI^$n*v>3ds, 0*L<fS5O < C 

~70°c-e$?(9, J:t)0*b<«6o < c-e*>s o M^^^o°c«cd^^, io5>~ 

[0057] ^^^/V^>-^^(D^^7V^/^dr^KfP^l0^^f*, #/V#3rlKK $W 

*L<ttl0fgPifflV^5, x^^y^iij;, SH^LTl. 0^*~1. 5^ 
*fflv>5^^-e#, #mXJ21. 2^fifflv^5 0 ftSfjfttbTtt, MZ.ffim^/i' 

Ofg*. «t«J0*L<ttlO^fifflV^ o Tfefc, ft^»— */cf±2~4lHl^5^t 

*5J;T^20 S IC^fcSi^fi^gESJtfcl/Ctt, l:l~3:lt?&^ 0*L<«3:2-C 
feSo *nl^?a.S t^^l RS^ tbsfev ^ ds x 0i£L<te5O o C~7O o C-efei9, £90*lXf* 
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[0058] mmmtftm 

(i) 5% (w/w) *?g^^tt«»*OpH^8^_hi:)5;5>fb^», 

(ii) *vrS*t>L< f»<D^fc}*^r^^<D^fp^ 

[0059] Jfc*5, 5% (W/W) ^Mtfci4IiS(DpH^8JM±i^5{t;^ft, 

[0060] $:mkMbi,xi^ mt^^f^y^^ mtu^t?^ fcwtrhyv^ v^m^m 

fomioo'Kmmz.n^x, o. ^ibmmnm^<, i~iom$&£<o»^< 
[0061] sfMm±mtL,xte, mmMTK^m. m^^m^Mm, ^mx/v^v^ >r 

[0062] ^mm&mmm-mma-z, &(i)^mztizik&m>v<\tt<DMtt.itttibn 
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[oo63] mnmtvxit, mz.t£. yyvm. =»— v**— /k y 

[0064] ffi&MtVXl^ Mx.&, #IJt^/VT7V=3— /K ^/kt;vn-^, xf;kt;Vn 
— Ty\fT^^ h^;#Vk y-^y^, fcKt^v^ofcVV^/V-fe/Vn 

[0065] m^Ji:bT{*, fljfctf, ^ry^-^^^ ^ry^^/vv-^A, ^ 

b&X^% 0 

[0066] $»J£LT«:, $|?LkE, ^(fair/vn-^ Ki*;^!?^, 

[0067] mmMtvxn, i&m^&^^^^y^/^— ^/v^v^/k*^— 
[0068] m&Mti^x^ Mx.\-£, =~mik&, n&=~m\&, #5^/k £ - 
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gfcfb^*>\ y^y^^v-^-hy^ ^t/v^^w— ^ 

[0069] m^^J^bTfi, 33 7^, ^#1^ 3r«t s^y#m. MB, mBiMm&m 

[0070] ?u^j*fc^#B^tt^j^b-cf*, ^Ty/W^y— /vt^ ^y/w 
fifc^MJ^ ^y/Kr^y^ntf^^ vs^i^ ^y^ry^^yiry^, s/g 

[0071] ^fl^gb^iyrtt, $JxJ^ tfy^vi^ya— /k ^ntv^y^— /k 

#^-o-vVk ^y— /K a^fnwv, hy^y— /KT5:>\ £t&^y#^ y 

[0072] m^^j^bT^, tfrfE#B^tt^J^{s^\ m«\ ^ytf^/vr/v=3-/K ^ytr 

[0073] #^b^jirbT«. Mx-ft, zfvvm. mk-rhw^ -^^-/k y^h—A^g 
[0074] n^j^bTfi, $ix.f^ y^*^ iittt, ^B6%. ^^ymm$.E(Dwmm:^ 

[0075] B&J»#J£lyCtt, Wttf, y^vW^^<>\ ^ntf/W^^, ^no^/-;K ^ 

[0077] fig&k tsc&k mnm, uzr^/vm. ^y?m, vn-^-m. 

[0078] ^ffl2«J3\ _hfE»^Jo5^, #^M^J, *S0c*8^r!k ?U^J, 
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mm&mms.^t>^xm%mir% 0 mtmfe, ±Mmm\<D^. 
m&m&rzm&te. mm&^yy°, mnxT^ &m^y?\ m±^y?\ 

[0080] wtm&xTy7\zx5^xi±, m&\£2oijx—s<—^v—&m^xm3&fi\&£Tf 

x&m^T^&mM-r^ y<u—^vm^m^^xmn^Tyy o ^n^\ m 
mM^xxfmuM^mm\.xio/ / 2oi.^yy—^^—mx^u^Ty'7 o ^m 
Mirz> 0 mz. nmm^oxnm^Tyy°^n^\ mm^mm^Ty^mmvx 

[oo8i] mmi&xtv7°k&\ ^xmjtm&xTffi&w&m&'rziftK. 
[0082] *npi<DEWi©ffiin«, &i*j&mK£mt£z>*K 

bL-X. mfttfLAte^ lOOjug^lOgSrl 0 \zim&^itftte$k\B\lz.frtfx&mir 

•So 

[0083] ^m^mmmmmn, skwm^mmMbisxm&xmmx&<9, skwm^mm 
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[oo84] jfe*5 % *^0j!ois^M^^ffi^j^LTffl v ^zm&. iiti/t, 

*, PI*, :*:!§*. fL*. fff:£fl£*, ftp*, #*, ili, M*£fctePm*^# 

[oo85] ^fc. «w<Dis^m^te, g^v^-Kit^— ^mm^&^u C -Kit^ 
gist, #pm*. ?l*. la®^, #fe^fflM^c^^w) 
i®H^#^.^tLSMastcytosis. tw^-, ^MJ£¥<Dmm^tt-r%mmmtvx 



[0086] j^t, ^»^j;wb^!i^s^«0^^^^*f*6^i-i^p^-rs^, ^mm 
u^T(DmmmKfahmi£isn%h<Dxn.t£\\ 

[0087] [^(^^^)(DMit] 

(M^fJD 4- (3-^pd-4- (v/^n7 0 tifcVVT5y^/^— /V) 7^/7x/^v/) 

H^<^^i^02 / /32872^-?^U^h^fBife(D, 7i^V N- (4- (6-%/W< 
^7V-7-^h^>-4-= 3 ryy/V)^-^-2-^rin^^/k)^;/k/^— h(17. 5 
g, 37. 7mmol)^N, N-v ? ^;V/^/l'i\75K(350mL) tC^jfL, ^3?f#B^T 
^-CSJSlg^^i37 0 titVVT5^(6. 53mL, 94. 25mmol) ^Px., ife 

70°CX50^-mm^fc o #^^fca^^^^/-/V(300mL)^Px., 1^)3 

o^mm^lt^;*-^ ^(D^ mwrKx-m^itxm^x^i,tc 0 

12. 91g, 80. 2%)^#fc 0 
[0088] (M^M2) 4-(3-^nn-4-(^nyntVVT^y^77V^/V)T$y^^y^^) 
-7-^h^-6-^-yy^/V^^K0M3t(2) 



MM 
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Wk3] 



ci 




4-T^;-3—?nn-7^J— M23. 7g)£rN, N-^^/^/VAT^KdOOmL) 
f£®*SU 7kft>TK°V vV(23. 4mL)&M%.ti&. 20X:UTX^u^m^^M2 
3. 2mL)^BTUh 0 S^UrC30#|ia»#<£>^ 7k(400mL\ g^^^/H300mL 
), 6N-HCl(48mL)^Px.»#(D^, #»««r#*Ufco %«MBSrlO%^itofc(200 

'H-NMR Spectrum (CDC1 ) 8 (ppm): 5.12 (lh, br s), 6.75 (1H, dd, J=9.2, 2.8 Hz), 6 

3 

.92 (1H, d, J=2.8 Hz), 7.18-7.28 (4H, m), 7.37-7.43 (2H, m), 7.94 (1H, br s) 
[0089] (2) 1- (2-^nn-4-tKndri/^^/V) -3--y^n-^n\f ;V^T(DW& 
Wb4] 



ci 




N- (2-^13-4-1;^^^^— /V)#— h^, N, N-v^ 
/V4vW*T5K(100mL)^$?U 7K^T^P7°nt:VVT5^(22. 7mL)^Px.. m. 
UKXm^MWVtCo ^K(400mL). g^^^-/K300mL), 6N-HCl(55mL)^Px.-C 

iiU *SfBffr£«&22. 8g^#fc 0 (4-7V-3-^nP7x/- /1^E><DJR4177%) 
'H-NMR Spectrum (CDC1 ) 8 (ppm): 0.72-0.77 (2H, m), 0.87-0.95 (2H, m), 2.60-2 

3 

.65 (1H, m), 4.89 (1H, br s), 5.60 (1H, br s), 6.71 (1H, dd, J=8.8, 2.8 Hz), 6.88 (1H 
, d, J=2.8 Hz), 7.24-7.30 (1H, br s), 7.90 (1H, d, J=8.8 H) 
[0090] (3)4- (3-^tm-4- (^ny^u^^T^/^J^^ ;V)T^J7^.J^s) -7-* 
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v^/WW^v-KteOmL) IE, 7-yh^-4-^nn^/y^-6-#/V^r1^ 
^K(0. 983g), l-(2-^nn-4-tKndr^^/v)-3-^n^ !> ntVvr>WT 
(1. 13g)*Di^^irv/^(2. 71g)^n;L, 70°C^T23H#r H 1»«#b^ o K 

J&l. 56g£#fc c (i&*88%) 
[0091] (M&IS) 4-(3-?titi-4-(i/?ti7°u\i°/UT^JJj/U?$^./U)T^;7x.J*i/) 
-7-yh^-6-dfyy^/V^^K(D^(3) 



^*#ffl^T.S^^^7-^h^>--4-^ndr/y^-6-^/V^^K(5 
. 00kg, 21. 13mol), v^/V^/V^v-KCSS. 05kg). 1 - (2-^nti-4-tRn 
dri/^^/^-S-^n^ntW^WTCS. 75kg, 25. 35mol):JoJ;t)^;y<^t- 
7>=3r^K(2. 85kg, 25. 35mol) ^)lR^Abfc 0 20°Ctr30^#b, ^ 

Oft, 2. 50#r^^4tTtaS^65 o C*t?_h#^fc o lRtfajt^l9f^W#Uift, 3 
3%(v/v)Ti?h^R(5. 0L)*Dj:tJ?7K(10. 0L)^3. 50#P B 1;W-CMTUfc o IT 
^T^, 60 o C-e2B#r^«#U 33%(v/v)Ti?h^7k(20. OL) & JrO?* (40. OL) 

&55°c£i_t'eimmfrtfxmT^fc 0 4o°c-ei6B#r^«#bf^, nfmbfci^n^ 

S^ji^ili^ffiV^^U 33%(v/v)Ti?K^zk(33. 3L),tK(66. 7L)*dJ: 
t^Tirh^(50. 0L)-ejlR^^^^#bfc o ^t^tb^^^^/V^Mff^a 
£fflVvC, 60°C-C22B#ra^MU ^fS^#/7. 78kg£#fc c (W96. 3%) 
[0092] &3o, _hfB$i^!jl~3-e#^^c4- (3-^nn-4- (^n^atW7^/*;V 
/^-/V) T^/^/dr^) -7-^h^rv^-6-dr/y^/V^i^5KC0 1 H-NMR(D^'^ 
^Mit«, V^tl,t>IS^^IS02/ / 32872^^1x5/hf3:?B«O, 4- 
n-4- (^n^°ntVVT57^7/V^/V) T57^^7^» -7-^HH/-6-3r/y 

[0093] BI^O^ttOfM 

±lSr^(^^)<D^5tj-e^Lfc4- (3-^dp-4- (V^n^nfc^TS 

y^/v^/v) r^y^^y^^) - 7-yh^-6-df-yy^/v^f-$K(^x) <d 
y^^/k^^(D^ H (c) (WTr^Yj^v>5o J^Tom^-rio«<D 
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[0094] DJel] 





5% ( w/w) 7K ?# 

* fc 1* 51 91 CD p H 


It v>7^^>^A(M g o. s Ba s m * x£ £*t ) 


10.63 


j^»±MJ^A(Na 2 C0 3 .jffi3te^*l*3t#*i) 


11.45 


'J>It 7K ^ - THhUOA (Na 2 HP0 4 . || m <t ^ ^ 5t ^ ^ ) 


9. 26 


>7X>lt^hh'J^A(Sodium citrate s ^ W H X * jC ^ f± ) 


8. 22 


■J * * — * U -!7 A (K 2 HP0 4 s » * « It * * tt ) 


9.11 


B it ^h'J ^7 A (Sodium acetate. ftlftlfcHtfeit^tt) 


8. 46 


*tt7K*^-h'J't7A(NaHC03.fa^^ait*5C^tt) 


8.15 


7Kit<t^hU r t7A(NaOH^P^^^^it#tt) 


13.56 


^■Ji/XGIycine. # tt) 


6.17 


5 5-Gluconolactone. H X it 3* 5t ^ *t ) 


2. 40 



[0095] mTkVi/Wtfo&jJ/WZrJ* t&ffrfb^XISStifsS^fcfc) /9xi?si3fV*xL—?s 

-t-hWMt&l&ffl* ^p B p^Ac-Di-Sol, FMCInternational Inc. ) /fcKndf-V 
/2. 3/3/0. 19 (W/W/W/W) (DflJ^^M^U ^(DfM^^TK^PX., ^ 
[0096] ^^^^bT^^^v^ (MgO) , ^Sl^hy ^ (Na CO ) , V>Wt7k 

2 3 

sg^M^^CNa HPO K ^^fift^HJ^A (Sodium citrate), V>Wtfo^ILjjV*?J» 

2 4 

(K HPO ) N W&tt-hWJ* (Sodium acetate) , ^^R^HJ^ (NaHCO ) , yfcfifcffc; 

2 4 3 

^-by^A(NaOH)^U->^ (Glycine) $5&Tf 8 -^/^/yPh^i 8 -Gluconolacton 

[0097] H54bfeia^K>SrPP^— ^2*fcm00mgTo/JvfrtfU 60°C/open:ioi;^ 
60 < C/'75%tB*fmS/open<D^#T-eiMraA#b^i («T, IWSj^rRHJ 
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[0098] mz] 



Additive 


60 °C / open, 1 week 


60°C/75%RH/open, Iweek 


HPLC 

P U I 1 L y \ .'0 / 


ft ffi A 

(%) 


HPLC 

|juriLy \/oy 


ft m #j a 


No additive 


9 7.0 


0.40 


9 5.6 


1.63 


IVI g \J 


97.4 


0.08 


97.2 


0.06 


Na 2 C0 3 


97.6 


0.06 


97.3 


0.12 


Na 2 HP0 4 


97.5 


0.06 


97.5 


0.08 


d - Gluconolactone 


97.9 


0.10 


95.6 


1 .88 


Sodium citrate 


97.6 


0.10 


97.6 


0.09 


K 2 HP0 4 


97.4 


0.06 


97.4 


0.08 


Sodium acetate 


97.6 


0.08 


97.4 


0.21 


Glycine 


97.0 


0.1 5 


92.3 


1 .38 


NaHC0 3 


97.5 


0.1 1 


97.3 


0.10 


NaOH 


97.5 


0.06 


97.4 


0.06 



[0099] ifcfc. ^ti^tKD^m^m\co5% (w/w) ^mm^tc^mMm^pHt^m mA ( 
[oioo] mmm-f^^KDmm 

h-/KW^J,^fP^X||^^|±)48. 5g, ^^T/V^T-^-eA,^Ay(^« 

i D UPCS(liS), m^X^^|±) lOg, *^ H i?/^^(M^HJ, 
iSfp^Ttrir/VPHlOl, ^^XH^^:^±)22. 5g, tKndriy:/ufc7v-fe/Vn 

lg*fc(£, ^n^/Mn— X^hy^(^^J. ^p n p^Ac-Di-Sol. FMCInterna 
tional Inc. )3g, ^Ty^^^^A (»JR^|) 0. 5g^U^, ttmmX*ttM 

[0101] (it Will) 10mg^:^b^^>^A*ga^ 
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mmm.) , mi^t^ ) io g , ^s^n-^oa^j, m^r\f±/vp 

HlOl, jfl^^XHtt^|±)22. 5g, tKndr^nt 0 /Vir/Vti-^(|^^J, f©p b p 

*tS7k«£:«iu mk&. mnu mm%mc 0 ^mm^ 

n— ^hWJ*($i1MM, P^pp^Ac-Di-Sol, FMCInternational Inc. )3g, X 

[0102] ^W!ll*5J;tFi:b^!ll^^J^oV^-C, $MHMTofc 0 Mlt, 5<€, 25 
°C*5j;^40 o Cffi>y-mS75%RH-e^^ 3*8 Pb1{£##^ HPLC^T. ^FM^ft( 

^ (M g o) zm^vtcmm mmmi) m\^?*^j* (m s o) ^ieisxti > 

[0103] Die3] 



ft n & # 


H ffi «IJ 1 


J± 0IJ 1 


5°C / 3 Months 


0 


0 


25 °C / 3 Months 


0 


0.17 


40°C-75%RH / 3 Months 


0 


1 .58 



&&m. :hplc *mmm (%) 



[0104] ££>^ ^Ht^^v-^ y^^K^-^-hy^, ^Bt^m^hy^&J;^^ 

[0105] e®il7K^^(^p E p^AEROSIL(^jS^)200, 0 ^T^n^/V^^|±) 8 
. Omg, D-7^b-;V(Iftj^Iltt^±) 52. 5mg, ^^t;Vn- 
p B p^Ttfir/VPH101, }lMbJ&X|^5<C^±) 30. Omg, tKn^^ntWir/Vn 
-^(i D B o^HPC-L, 0*W^tt^l±)3. Orag, ^o^*;^D- ^hy?A( 
jSpp^Ac-Di-SoU FMCInternational Inc. )5. Omg, y-^/^^^TT^/^b 
y^^QRS Pharma LP) 1. 5mg, t/^7^xn- 5. OmgSr^tf^^-fe^^^ 
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[0106] ^s^j (^b^^^A, y^iMc* — ^hy^A, ^ifczK^hy^^&Hak 

lS^hy^)Sr-t*vettJKllOOmgS«J®tt). 0. l%$H*1900mg£?L#-efe^L 
[0107] |«Mbfc^#»^^/WT/KC|t)200mg-foAtL(^#;X^0. 2mg^Tl-5 

, ^b^^i/^Ao^^ks&^TK^k^-hy^AfcEEifeL, i%(D»A-etm 

[0108] [y/HbKJt] 

(Hife^!j2) lmgi 

mmY24gkmmm*^m(?Mmik$L ^bMaerosilcm^iio 200 

^h-/KW^J, mfP^^X^«^|±) 1236g, ^S-fe/V-n-^dK^J, jgfi, 
^Ttfir/VPHIOI. Jift^Xift^tt) 720g, tf^n^yufc^lHz/Vn— 
jgfp^HPC-L. 0*W3S^^±)72g^P^.-C^Lfc o ^(Df, 

jjjV^n— ^yytyMtihWiM, j^BP^Ac-Di-SoU FMCInternational Inc. ) 
120g, ^^/vm^TTV^h^J^imHM, JRS Pharma LP) 36gSr20L^^7 
-^t-tAtLtMf , ^TiE^-eM^b, lllefefc^SfSlOOmg(D§E#J£# 

t-o ^hKmM^—T^>^mx\ ^— ^^^LTl0%^K^-f^n— (OP 

ADRY03F42069 YELLOW, 0^^^^^^|±)7K^^^fflV^-C, tgffllZL=t 
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[0109] (H»!J3) lOmgil 

m^>Y6o s tmwM7K^4m (fMWs^m, aerosil (m^hq 200 
^h/KWij, Mmhmumw^m i2oo g , it^t^a^oa^i, iSp r p 

^Tlfir/VPHlOl, jl&{t:^X||^^|±) 720g, tK^^W/V-fe/^n— 
gn B D^HPC-L, 0*#^^|±)72g^Px.T^Lfc o ^<DfL 

#/l^t2— ^^hy^A^^^IJ, jSpp^Ac-Di-Sok FMCInternational Inc. ) 
120g, y^/Um^TV^hV^^imnM. JRS Pharma LP) 36g^r20L^^7 
-^t-iailtiM, £T^8n?$l«£U ll£&fc^fC*400mg<Dig^# 
/Co £h\z.mM=*— "r-f^mx\ =3— ^^^^bT10%^^K7^-r^n— (OP 
ADRY03F42069 YELLOW, 0;fc#7^tt^^*±)7k}§^fflV^ i££ljf-^ 

[0110] (H»!J4) lOOmgig 

»3Y31. 4 g mmM^4m(^fMm±M, ^b b p^AEROSIL(M^ID2 
00, 0^T^nv?/^^|±)4g^lL^w?-5^--e^#, ££>^ MtKV^ 

mfcmufri'VMmjmk mmt^nmw^m4o. i g , &mmmt\?v*^ 

n\f;V^;Vn—M^m. f§Jp b p^L-HPC(LH-2L\ ft Ift^Ittt^^li) 10 
g. MYn^zf^A^/Vn^-M^m. SpT^HPC-L, B*WS*^*±)3g 

mwtz. Q ^.(Dmntthi^ ?n^/v^u—^yyvMMmm, fSpT^ac-di-s 

oU FMCInternational Inc. ) 10g, y^/vm^TTV^hV^^ (?f UM, JRS Ph 
arma LP) 1. 5g£^fL fi^BS-CSS^U mfcfc^Jf *400mg<Z>^J3r#fc 

o 

[0111] (Jfc$fc0i|2) lOOmg^ 
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lg, MmStKndr^ntWir/Vn— ^(^^J, jgp B B ^L-HPC(LH-21), ft 
IftfXlt^ft) lOg, tKndr^ntWir/Vn-^(^^J N ^n^HPC- 

/vzmmmm^mmY%^irzmmm*mc 0 ^(Dmmmzm^&mm (6o°o 

— ^yy^^lmWiM, j^DD^Ac-Di-SoK FMCInternational Inc. ) lOg, 37 

^/vm^TV/v^vvvMWKm.iRs Pharma lp)i. b^m^^, nmm^M 
[oii2] mm^}5) ioom S m-Mmm7k^m8% 

mfp^^xn^^±)42. lg, &m&m£Y***szf 

^pUL-HPC(LH-21X ff^b^XHtt^tt) 10 
^Wit^^tt) 2g^m$^#7K^^y-/V^il*»b«0j!(D^^ 

^Ac-Di-Sol, FMCInternational Inc. )5g, y^/V^^TTV^V^J^^ 
^J.JRS Pharma LP)1. 5g£?!-^fL rT^a-eM^Ll^fe/c«9^«S400mg 

[0113] (^W!J6) 100mgM:KK^*^^6% 

|g#/Y31. A^tmnm^^m^MWSitm, i®B^AEROSIL(M^1fQ2 

V\£/V^;vvi—M^m, ipUL-HPC(LH-2lX ft ^b^X^^tt) 10 
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^Ac-Di-SoU FMCInternational Inc. ) 5g, 7^A'8&TTVA^'hVVM : & 
^J.JRS Pharma LP)1. 5g£rM^, frie^MiSLligfefc^Jf *400mg 

[0114] (Hife#!|7) 100mg^:^»4ffi7K^-r^4% 

00, 0*T^nv 5 /V^^±)4g^lL^w?— -CM^. ££>^ *S^Kyv 
BbK**^^(J«?^r!l, mftte^X2S}*^*fc)46. lg, &m&&K}*K**szf 
ntVUr/Vn-^C^^J, fSr b p^L-HPC(LH-21X ft ijb^Xttl^tt) 10 
g^P^m^U ^fetCtKn^V^ntr/V-fe/Ha— ^«§^J, igp B p^HPC-L, 0 
*W^*^I±) 2g^tfc$*fctl7K^/-/v^i*»b^Kco^^ 

^Ac-Di-Sol, FMCInternational Inc. ) 5g, ^^/V^^rTy/W-hy^ (?# 
^J^JRS Pharma LP)1. 5g£?Ml^fL ^^-eM^bl^fefc«9^®*400mg 

[0115] ^Xo^J&fflv^WT^fr&fcJ:^ «W5WSailtl^ofc 0 

^J^^lf^^Att, ^{iH^L^i**, 5°C, 60°C75%RH, 40°C75%(RH 
) , *fcfi30°C65% (RH) -e^#Lfc 0 

o f£H^:0. lmol/L^^900mL 0 HJiffcik : 50rpm o f£!«?M37 0 C 
[0116] (S*Sfc0!ll) 

-<-C(D^»!|^OV>T, 5°C, 30°C65%(RH), 40°C75% (RH) l^~f tKDi&fc^z 
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[0117] (ummz) 

mmm4^oxmtmm-^mhntcmM^6o°c75% (rh)-?7 b m®j?u 

[0118] (fflft0!|3) 

^»>j5~^»!j7-e#^tv/c^J^60 o C75%(RH)-e7 0 ffiifc#U ^Wt, 
[0119] £*_L<£>*&lfr&^ y/Hbl^ih^I^4~8%(D^P*-e^Pi-§^^{c:j;t9, ^^JXS: 

[0120] (it^j3) 25mg|g 

^t;H3- ^«^J, j^B R p^Tlfir/VPH101, ^b^XJtt«^*±) 15. Og, fc 
Kn^^nt°/Vir/Vn-^(^^J N ^ B B p^HPC-L, B;£#3itfc££c*±) 1. 5g 

Di-Sol, FMCInternational Inc. )2. 5g, ^/V^^rTy/W-hy^ (fflRffl 
, JRS Pharma LP)0. 8g£?Jll^L frl^^MfigLl^fcfc^Jf M200mg<Di£ 
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[0121] (mMM8) 25m S m-MnM7K^r4mi2% 

-h—si'tmttm. MmMnm^^m ie. 4 g , asa^n— *o«7gsu m& 

^n^;V^n—^-Y^J>,(MWM, lSpp^Ac-Di-Sol N FMCInternation 
al Inc. )2. 5g, ^^/^^TV/^bU^^Q^M, JRS Pharma LP)0. 8g£r 
?T^^M^bl^fc<9^»»200mg(Z)^J^#fc o 

[0122] mmm9) 25m e m-MnM7k^m2o% 

^h-^mnmk Mmtmumw^m 12. 4 g , ^^^—Mmnm. 

^Ttf-fe/vpHiox jia^j^xHtt^:^±) 15. Og, ^u^yy^/v-k/vu— M 

iSp R p^Ac-Di-SoU FMCInternation 
al Inc. )2. 5g, ^^SV^^TV /V^YVVMWftM, JRS Pharma LP)0. 8g£r 

?M^m, ttmmxmm^m^mnmoomgcDmm&ntio 

[0123] (H»!]10) 25mg^:^K^^^8% N ^b^^^^3% 

^yis. 7 S mnm7K^r4m(^Mm±m, i^p b p^aerosil(m^!I!02 

00, B^T^n^^^±)8g^lL^-/-?-^^f— -e^m. £<b^ 
j^XH^^|±)33. 8g, ^pl-fe/Vn-^CW^J, |§B B p^T^-fe^PH10X Mit 
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^XHtt^|±)30g, fcKn^V^ntr/l^fe/Ha— ^dS^RJ, jgp^HPC-L, 0 

ffl&frL ^p n p^Ac-Di-Sol, FMCInternational Inc. )5g N ^^/V^^TU/V 
^hy^(m^J, JRS Pharma LP) 1. 5g&$g^, mg^Mi£bl£g&^i|& 
K*200mg(D^J^#/c o 
[0124] mmmil) 25mg^:Jg®4£*<5M'^8 0 /<N Ui^Bft**n^MJ^5% 

!5^Y7. 85g^«®*||*^>rai(y/Hb:B&Jh^J, j§B B p^AEROSIL(»jS^)2 
00. 0*T^n^/V«^|±)4g^lL^wN-^^--e^m, £<b^, y^fiteK 

mx^y«^M^5£fb3!U 8l^b^t*^tfc)2. 5 g , D-^^h-/KW^J, jPC 

|P>fbJ^X|llWc^tt) 15. 9g, ^ 0 e H ir/Vn-^(W^J, F§Jp B p^Ttf i?/VPH10X 
^bJ^XUIttc^tt) 15g, tKndr^ntWir/Vn— ^(^^J, ^p^HPC- 

MvMMY&^irz>&nm&mtLo ^mmm^m^mm (6o°o -e^m, 

^"hy^-kOwig^lk ^p n p^Ac-Di-SoU FMCInternational Inc. )2. 5g N ~7^> 
/^mxTTV^~fbVVJ»mn%LjRS Pharma LP)0. 8g«r$S£-gL 

[0125] (HJfe^J12) 25mg^:M7K^-r&t^P^j8% 

Mmik&jL%mi*£:#.) is. 4 g , m&^w-Mmm, m&&7tt;vm 

10X Mikf$T.MW3Z£%t) 15. Og, tKn^^ntV^P- pgR,^ 

hpc-l, e*#3gtt^i±)i. 5g^px.x^bfc 0 ^©m, myK^y—/^ 
m&maLm®Y^mirzmisLVo&m>tio ^^nrnzm^mm (6o°o -eie 

JX-f-hy^-kOw^^k ^B n piSAc-Di-SoL FMCInternational Inc. )2. 5g 
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, y^/Vm^TV/^hV^MmnM.mS Pharma LP)0. 8 S %M&&, ttmm 
[0126] mMMl3) 25mg^:^^;V^^8% 

m, mMtf&jimw^m is. 4 g , ^^/vu-Mm^m, m^r^±/vpu 

101, mt&Jimm^m 15. Og, \iYn^y^n\i a ;V^/Vn—M^m. j^D B p^ 
HPC-L, 0*#it^^±)l. 5g&M^Xm^fc 0 ^<D&. M^?/—/^ 

^^hy^-M^M^rfU iSp^p^Ac-Di-SoU FMCInternational Inc. )2. 5g 
, ^/WSft^^Ty/W-MJ^AC^jRSI.JRS Pharma LP)0. 8g£^^ N fi*«£«6 
T^^Ll^fe/c«9i^ff*200mg<D^J^#fc o 

[0127] £i±<D*m&m^x, u^mmum^mm^mm^rnKx^mmnm^n^ 

[0128] \MA\ 



u n 


MB ±1 b# rsi 


tt $5 m 3 


1 5 # \>JL ± 


H Jfifc « 8 


1 . 2 - 1 . 4 ft 


m m m 9 


0 . 9 - 1 . 1 ^ 


m m m 1 o 


3 . 9 - 4 . 1 # 


H K 01 1 1 


2 . 9 - 3 . 1 ft 




7 . 6 - 8 . 2 ^ 


n m 1 3 


2 . 3 - 2 . 5 ft 



[0129] HJg^j8~130i--<T^*5V>T, Jfc«^3£Jfc^TJ!fe£^|ia:&S&<fcoT:fc^ H 

#BB<BE!!g*HJ&»tt, y/WbB&itfc«4vCV ^i^^fil^$^fc 0 
[0130] (M^J) 
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—Tr^m (DWtJf&^U ^6^100mgiE (^—T4^m O^Sr^„ 
[0131] [^5] 



mm mm 




^ ^ M (mg) 


it s m 


± 1R 


12. 3 


m it -7 ? * v ^ a 


^ ^ ^ #j 


10 




St M M 


1 50. 7 


d - v > - h — ;u 


It ff2 ft] 


153 


^ 7 ^ 7 7 lb f > 7 s > 


^ ±1 flj 


20 


H -tz ;u p — x 


IS #J 


16 


t K □ v ~J □ tf -tr ;u □ — x 


*S »J 


1 2 


* It 




374 


£ n * * ;u > p — x h 'J ^ A 


Hi tI3'J 


20 


77iHXf T'J h'J^A 


m )R m 


6 


/J> ft 




400 




n - t * > y *!l 


1 1 


•fr It 




411 



[0132] [^6] 



mm mm 


□ ft 


"a M m ( mg) 


it €r m 


±K 


122. 5 


m it ■? ? * 


3? £ ib 


10 


M 7K U > it 7K it ±i ;u v 0 A 


IS #J 


37. 5 


Sfl » T ;u ? r <b f* > ^ > 


^ #J 


20 




m m m 


20 




mm 


mm 


/h ft 




210 


US 7K 'J > If ;K I * v ^ A 


m m m 


136 




m : ,R m 


8 


$g H -fe P - X 


m m m 


16 


t K o ^ v ^ □ t a ;Hr ;i/ □ - x 


m m m 


4 




m m 


mm 


/]* ft 




374 


^□X^]JMP-Xt h U ^ A 


m m #\ 


20 


7 7JHXf 7 'J ilt h 'J 0 A 


m 7R m 


6 


ft 




400 


tf- /i K 7 i p - 


=i - =r 4 > v m 


1 1 


^ It 




411 



WO 2006/030826 



37 



PCT/JP2005/016941 



[0133] &5RXfi6fc$5\t^ ti\&m\b^4-C3-?nv-4-{^?w7n\?;VT^;3];V 

ir/Vti— ^2910, 9>V9^ — /V6000 (^^-*8000) , mit^^>. H-feH^^ 

itWi^fh^flbQ.m^ 28.0%, 10.0%, 4.0%*5 j:tl ? 2.0%ia^-(W/W%)Lfc^^^^^J^: 

[0134] lOmg^J^T^Mfe^i^Mitbfco gl^^i/^ MTkVyWtTkmiJ^ 

[0135] i00m g ^«^T»M^^J:«9M3tb^ o ^fc^*^?^ mfcVyWtTkm 
bfco #^tb^n^^^n^/^n— ^-T-hy^A^-e/^^ry/v-T-hy^i^A 

[0136] ^^(DlSmm^^^^tt^^v^*, ffiflcJiWffl^&So 
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[1] TIB^(l)-e^$tt64- (3-^nn-4- (^n^DtVl/7^^/V*^)7^ 

(i) 5% (W/W) 7Ki§t*fci«f©pH^8^_hy^{M, *5«tUV*fckfc 

(ii) ^^b<^^r(D^fcf*^r^fe(D^fp^ 




(i) 5% (W/W) ^K^*fc»M(DpH^8J^_h^^S^^tt, ifefb^^ 

xvm i o-efcs , ft 1 1 B*fe© mmmMQOo 

M%}f$frf)K 4- (3-^nn-4- (^n7 P ntV^75/*/l'^;V)7^7xA 
^)-7-^h^>-6-^/y^/V^^KW^^/V*^^fc{i^(Z)^ 



[2] 



[3] 



[4] 



[5] 
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[6] M%}&ft7$K 4- (3-^nn-4- (rsPu'J'tt 0 /VTKS*) T^/^^J^r 

[8] 4- (3-^cin-4- (^n^ntVVT^/^/V^— ;V) T^/^/dr 

[9] M&U&fttiK 4- (3-^nn-4- (^n^°nt°/VT5/^/V^/V) T^/T^/dr 

0iff^S(2 0 ±0. 2° )9. 65° ^oiU?18. 37° Km#rt°—?&il~rz>MsM 1 ( 
A) -CfeSfit ^3S6fE*(D|S^m^^o 
[11] 4- (3-^nn-4- (^a^ntVVT^y^/V^/V) T^y^^y^) -7-^h^r 

IU^S(2 0 ±0. 2° )5. 72° *3j;t)?13. 84° ^[H^t-y^i"^^ (B 

[12] 4- (3-ytm-4- (^^n7ntVW7^/*M^) T^/^y^i/) -7-^h^r 

0$ff^S(2 0 ±0. 2° )14. 20° 5oJ;^17. 59° ^[H$fft 0 — ^#^5^ ( 

c) -efe§ft^^S6fB<c»E^iaj^^o 

[13] 4- (3-^oa-4- (^a^ntVVT^7^/V^/V) T^y^^y^) -7-^h^ 
#r^:Jo^-C, m%rft&(28 ±0. 2° )8. 02° £U;m8. 14° icm$r¥—?&mir 
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sis,!! (f) ^h^mMmmm^mmm^mo 

[14] 4- (3-^nn-4- (i/^t2^Dt 0 ^T^*;^;V) 7^7x/^^) - 

dlJff^V^, 0^^(2 0 ±0. 2° )9. 36° *dJ;I^12. 40° \CU^—^^ 
-rzffiM, (I) -efe^ff 5j<ll9fE*fe(D|S^m^ 0 
[15] t*Xi@Jfi^l^, [H$ff^ii(2 0 ±0. 2° )9. 65° *5irj?18. 37° ^|H$ff 
tf— ?&ii1-Z>ffiM) (A) ^ 4- ( 3 -^nci-4- (^PT'ntWT^)!?/^'^) 

T5:y^^/^» -7-yh^/-6-^/y>oM^3riJ-5K\ ^^feiw^^/v* 

[16] ^X^IU$Ff(3:*5V^, [HljFf^S(2 0 +0. 2° )9. 65° &£Tfl8. 37° ^Hl^r 
tf— ?&^irZ>ffiM} (A) ^ 4- (3-^p P -4- (^^n^PtWr^^M^) 

r^y^^y^) -7-yh^-6-^/y>-#/v^riKK g^^uw^vv* 

[17] i^^XaiHliFf^V^, HIJff^S(2 0 +0. 2° )5. 72° *5itJ?13. 84° fclntfr 
tT— ?&ili-Z>ffiMi(B) ^ 4- (3-^cm-4- (^n^°atVVT^y^/V^/V) 

r^y^^y^^)-7-^h^-6-^yy^7k^it-5Ko^^/v^v^^(Dg^ 

[18] fe v ^Xa0^t-*5V^. IU^S(2 0 +0. 2° )14. 20° *5j;i^l7. 59° fcHI 
$Tt 0 —?%:mirZ>ffi£h (C) 4- (3-^no-4- {^ti^n\f;vr^/^;V^;V 

) r^y^oiy^) - 7 v^-iy - 6 - 3r/y ^/v^i^KW^^vv^^^o 

Mm 1 21 b*(d mmMm 0 

[19] i^^Xj^lHliff^V^ IU^S(2 0 ±0. 2° )14. 20° doJ:t^l7. 59° Km 
$ftf— ^^r^-r^^ll (C) dS, 4- (3-^titi-4- (^n^ntVPT^y^/V^/V 

) r^y^^ydf-iy) - 7 -y h^rv- - 6 - y ^/v^iKKW^^/i^^to 



WO 2006/030826 



41 



PCT/JP2005/016941 



[20] m^smmmzm^x, m$xft&(2e ±o. 2° m. 20 0 ^^17. 59° 

$ftf— 9*^1r%1£& (C) dS, 4- (3-^nn-4- (^PT'ntVkT^/*/^^ 

[21] fe v ^X^0$fr^*5V^. m$Tft&(2 6 + 0. 2° )14. 20° te£Zfl7. 59° fcHI 
#rt°— (C) i&S % 4- (3-^tm-4- (^n^ntWT^/^/V^/V 

ffiMi (b) &mmir%M^mz£V)nbtitdb<DX3b^ tmm2mm^mmmm 

rt r 

Wo 

[22] m^Kmimm^^^x^ m$tn&(2 9 ±0. 2 0 )8. 02 0 ^ms. i4° ^m$f 

tT— ?&^~t&ffiMi (F) flS, 4- (3-^dp-4- (^^oyntVV75/*/^^) T 

[23] n^ommmcm^x, m$rft&(2e ±0. 2 0 )9. 36° $o£xii2. 40° ^m$ff 

t°—?&il1-Z>ffiM) (I) ^ 4- (3-^no-4- (^nyntVPT^/^M'^T 

[24] TIB^(l)-e^$tt§4- (3-^nn-4- (^n^°nt°/VT57^/V^/V)T^y 
^^y^)-7-^h^-6-^/y^/V^i^^K^L<^(D^fc^^O 

Dfb2] 
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[25] TiB5£(l)-e^£tt34- (3-^nn-4- (^n^nfcWT^y^/^^/V) 
Wb3] 




1/6 
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[01] 
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1.8 
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1.4 I- 

» h 
^ 1.0 
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